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5 " 'ThElAverssIo!': regies gsneoASy "to 5 soEE-oa pPaso rxioiarc arA; :>;ir:(:vv;>;;h aooay rax; rxSyrorcExAdr; ;rxob:?'5 
usafijf ! » * Tho :;-rvs;f ft^on - tpi-As Pa sabaAP. modified rrnciecAdao which arc i >. - vd«d > me 
probes. 

Osacnpaor; or Pairo::^; hnoraroro 

■<0 '"" a;7^ ; ■•Shi; t 33 ASAPEA provAe a or r B p> or by;;: Aoohon Xxorooca;es. 

A- c afeo Esa^ A a;.. AAA. AAEASAsd Bos USA 0 EEA BE - -4049 iur a dsacopPon of 1 dot bios, os-say. 

CviXK t 1 > ■> << 

- - «■ a; a; t A SEE- BA A-pp APanao oA::.. Eappei ABBE; BAooA. and ^ Earon; No. 4,486.539. 
EPA CB \ , s bioOnojAp::-; oofopisx«s for' coo A: depr-ata-p - " soooanoea. , in \ ^ 

p:; a, i ee 

aXJ(hh»ci'''hh:P; s0 iP; { . f . r; p OppiaOAA:] ' Shi: modified SPoororn if! OlioOOOCiaOdde OVOdieAO. V " 

nuctesticfes arts aioo rEsaooood sr. Draper, Noqssc Atids BAa. AAABBA dEPA AS3A vyporain h is aooga-sfod 
■ ha: so rasidoes re ANA - fnodAed 's^'ii?lo siHo ; lp'i : S;ioVtf:f- iOoAcoiea. , wora aopgoAa >o;rAar 
rrorAiiwahon of oyhdirar rasAoea a; CPA ■ Ar;j=;. Cnorrr. ;BA;B PEE r ; EES; Eur ocean Apeor AopraaAon oPCBBB. 
PP fiSod S Apr;; SEES, and PC!" ApoPoPAn' EaE AcpBApAinXrBBB ado dsaseobe nxxAAd nueieoresas sad 




pafPct;;;;; ::AP-;;f o^cax area, Ooa oat: deir-oat AAA osoua^ct:;; or RCA 50000000-5 aiarosuacP ea;p a oaoicaPa 

in ^ f n - 

} v v ip^n )t o n-> v w ^ , s i'Jd i-o 

aid s i moo; pad aoaiysss ot x aeooarscoa nave loeoiveo Spading or a seqoeaae p; a aoiid soopor! 
&oor byixAfesBoo of rs conxAanerPsry soqu«rx.s to ;Ea cooed eegueoce Abe aOioaaSog and cars-rpAAng oSep 
i nh snvoAos oxfsocrsd pvrrAd of ii's^o arrrs ii;qo:r.;-5 oafoE;; wsr;h:rp; io rf;i;]io-::^& fioo-spsoiiio u t p oo 

)5K f I t i< vi< fit t 

atii nam: rapid, osifo-oi^o siio numb*?;- A oiafhroorahvo s.rsps.. as.-.i provide for on :oc:'05sso:d -srpos: to r':0:; ; ;r rarro 
35 > f i i oiyrs! i 

Oofy K t > sr>t t ^ t ) ■> < \ < r 

( »\p' I( f x Of i x >- 
V J< 1 > - ot , ' 

Est: Ski.;. As is woii Axovtp rxxv&vi;;' os.s or socA: :sd:oocovs rohoi-j jtss. drawback's, aorf otp.-o- crstooPriPr;; 

.op , V: ' 

io orclpr ;0 iix;o:poiaPi oios)' r:ooo;s<;:o<:covo Arpx': -A doPKhoAe -proroo;. iri .;; f;ooieo;io&, ooroo sort of 




OiEpf cposioroistior.s rt" : u;s-; aP;o bo rokan into liccorsoi. Barro oarriop ox-p bo ixadoo-E dooop hyd; iOijaPoo ;>' 
ibo ospooriiOia Saboi i-s a; ooa ood or Ao r;otioot:;ri; ooarr; ■ airser ;Pa;r rxasoo: ;j; ;;oroa poA; wi',E::- : u. EosAreo if 
ap iEas proved diEicor- to pr ovids ovao oooospaaioroory iaboiao pfooaa v V picr: ;oav bo ;oaxpe:x;i«rry :;yrA?;r;o:2dd 
«•; isrgs jt. c ' Tfitrs s - ^ pfObpa ~ rioaiod ;o - poPaPia! spoSioaPooa 
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second pross set . wbiOd opmtpriass ooa or s group of second sr.aSyte comj^ameniary sesjas^cssfs? ioraed !o 

S3 !»\\tj oiij t, W * Vi'Mo' V x ^ " " > ^ < 

u> 1.'' > to said second capEsrAg recognition - - « - fooood to a sepsrabon roembef or 

, ^ . t. V A 

roinsd to S firsi oorripiearooAry specific birArog oair nxaoLx.-r vAX::: iS; cdros rr:P rravr; Ph; so;;s;'af!or : oiamdar 
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:C ::::y.A<:>-^u h :^l J>: uva:-u ,X:«:v:0 ; : a;C U^JOUPO aOCpru. \ pp; ;ahp; hat HO: C:S;;;l p; yviu; SSiy 5 

- «Vs ' \ v <sp jo' ;>-p,vs c , 

< "C «< C fa ^ 

sr.p>hsr psgaot <m Pie invention, a -noP^ed. o'ariv^abis rxicisotids is provsssd haviop ths sPs.(cp:r« of 
ouis 1: ...... 



(CH : ) X 

HH 

I 



R*0 v .0 



QR : < R ; ' 



•33Ciiv$ croup may b*. m 
■>uihck> iinkage 



v. la <r h' iy a > v; - c;:0;;» heav'aP;30P: a .; : P-Parpabh; hrah, 
PX>:SPy .'Cp.b a:S those hpacsiiy :; Sa p !0 hxipi paohxa'P -ex; :;ici!jC;i3 -5 aa a ; T;iha. \\i-q: 

, \ ( j ';s jCp 0 r 0 ; ^ 

Wocksng grc»jp 'supp as dspp-P;pxyPThyi or p.xy- which biockiop cjrc-j;^ is 'We^iy ' hs^ahfe and 
;scki-se(i;«»;v<5. h" is hyha:px;;p nr; aaoPoopp group which aovaieohy rxxls -he up xc;;xo to o s-Phh -stxpxxt or s 
ph-sspbrxps dewatiye srsabiing .\t • • . o> t o- a; She 'i' ppsipor;, * -say - - - a^yi" i<- „ 
>co'iChu;c; v o v ~ , . ; , ^ 

* 0 m is i u -:;r CR ■. R ;<i s hiccriof^i! group csokp as & pxpcchng axaeiy :a RhiA apoihaaP, and x is 
«p !Ch;ouf ;u > - pi i , h iauiuisivft ih» iayophos , ;;;xiu?^pssppy a p : «;hed oi making ;ps a g ove 

X . ss ^ , ' -Shi, 

-= \ ~ p.i. , oJ-ri 

x " T; ' e ca! " : - scxapa 3 san-pip coiPaia-fp; a pioiaiay cp , i^t* cp 

c1cppie-?pr:j?xi-: : d poh^cciocpioh- uicsics aarf ap; iah-h ;ha c;ss:rsh scpccar.c. pp;soc!, oy Pvhr:ciija«p.h. 

> °^ f ( vt > > i ir- 

cuu"p OhPh Pjhipea h;r aan-uovaiocs hicciap sop hp; u;a;vp hsohc-3V!h ; a hr i«g SS tor nor!-csv«!sni bip^g. 
c - < v ^ — , " 
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is and nsaxssaiass aw pso-rsbx bar detecting a aaabx. aaai sednatssa by satpioyxq ;wo sets of 

sabbaxy anssenasa ax apse:;-: axbtag aa:r sxmoax a ceafsciapx isosi may X? sepaxxci ax; xx passes 
a > po e a -\ - t. 3y 

soqasxeas ia soit-Mof-. xe brae for pastesrruao -be assay casa be anbssanbaay ckabnisbtte aa cosaeaxd to 
ar snsaiarg or; a soiki sokese aad tea nsfsner o; ssrxabXos , wesbiag si- ii, ,s> bo )X ax x " be 
iesr; oXssk so aa * redoes escbsbbsn as; or besgsnis aoaxbdng " <-t seqsenoss can be added n 

Cm 'S 1 ! i. ' ' v < 1 

xsaiiy wan ;ba anaiyX ' lay cabases in soiaeon. Th« ' - of" binding to tbe s ixppod > >a aiso be 
itcs&rsie aa Xarqa c , v r ~t >p r nssMKion, 

.by addaa.; ahs aaaaS sxeyarxis aa bx ask rsssxai, fix arsbyie ex: be anxex a> a saphiy ponssxrafed karx 

As indicated above, tea rrasbob nivoivoa Xo aass X reagents "aa; first set resstits a; isbolax are arstiyX 

>\ t\" dx 

X firs- sas tbs isas-isp sea XS invoX; s \ sasd prvo reagents and may exoiva tb to 3D xagenx or t x - 
Tbs first oaxesa wai be a ssbsei of rwcbx ask -aaaaaraa sod eaeb raeaioer of ibe sabse- wis save bao naoieee 
acid reptorx Jim first; rstsbea: aaai argon of oacd member a; tea; ssose; tea aa « ramos eoxaiereaxat-y to a 
aeomsex si Xo areayte. Too secoeb aesXoeba aeooeaao vtei aa a recopnirson siie for Sya s.bxstog reagent. 
Tbs, sscaab aacaaaaaa aa aoaacUxb so aa as; fa ba anaasafisas by aabogaaooa aaqaaasoa in ax aa.a~.pia. 
^Tne s^jdsets wiii havs f egsoaa csayoteaxTaas-y aa fb-a snaiyie aaqaaosa of «■ ieaat t b oa.a.isof:d-aa aa;?, uaaaiiy 

aoa- agsoa^o aasaaaoo aa saaa; or a ; aa tae o^ asb 3Xaaaaa : . raa aoa-aa-aosa-aaaaa-y aao:.;aaaa. i' baaaaaoaia 
s<s;oa-<aa so ss nai to bsaii to saaaaoass in ;bs saaav v-boai': oaaib resijii in fsiss aosaiaoa. aan ba rj any iasota. 
USoaiiy tevvsr bxrr o>a;. >rsaa asuaiiv f«vvsr iiajo 5kS. 

Tha a' ' ' saaaaaaoa vati ba anaa;;n sa< as so < i tai aiooiag of ihs > ;aagaabj id;? 
aniksa i - v 

ssqusnoss of fbs inaivioasi ;oaasbax of -ba fsaaso; aabaai rosy bo aaasfasaaiiy cor-bgaoas or separated aag 

b< ' aa ; hi a;;aiyse 

in fo;5rgeat ssgiisnaas , ba oaasaoa:: ay ayaiaasa; ia asaaroaaso % aoaaaanoasl \ rt. ">s or by 

! a , ■y a > i ! a < I ) Pt> 

atJ'a 1 Dapaabina spaa iaa aafara ai tbs aoaiyis, oas :aay so io:s;'«stad ;n a aonaefKoa aefaaenaa. a 
~ % a f =t ! tKfc 

~ ^ t s$u< O v. x< - t > 

fl t ^ ¥ * 

I ^ ^ , . \ - , , a 1 as ;rtsnce o< ;ha 

^ -Itt—tv 

arovioa bar a batsotatao aayaaL Toe iadoia sosy ba bor-ab to ioao'aias; mambefs <b ins corapterfioo-any 
aaguanss or aaty be pfesoat aa a soosar;ai mantes- <ar ananinei aa- havirsy a a-iaraiay of a;i;eia. Vaaioaa means 
ior ix;;vib:r!g isbeia ;;oaab to ;p;; r;ogaanaa ^ ;:aer ; regaooo a: iaa aisraiara Sae, b;r trxanxbip baarv X 3) 
Pox. bx:s. Aoao. bar. f.bba ixa.rg a0:ab45: Rsnaanb Kara, biaai. Astba Ras VWA) iibbab.a; bt : abarbsorband 
fsnabxbb bax^ 'b'bbiay rbrnaa ra ab ; \ucb7t'x- : .x'rls's"T-iiSa} ibibab. Maiaasaa saci Xarb, 

Hii», c ths 

^ axsob a- : ay aa asiosoysri -xivda rabiasooiiaas. iiaorasssra, obexbaaooeaoex. byes, onayrrna. 

a < > >. - * <; x 

iiiasbattas specific iabsis laaiabe baoresaoir:. riiOdafrfiae, Taxa:; feci, phyeoir-yibs-fa. arnb;aisaorr;a. hnwo\. 
- otc 

The iababx :a;pta;naa spa t;e aanvoaiantiy o;ep;xab by < > a 3y proarping xr s XorsinaS grarip wfasn 

a s.a.raoay. boas amax. i^vdes^na or o;ba; Xrs-aosssay :a oaoca tira vaaoca; iaijab. axa ix a.-a;as vrbixa; 

v ' u f »\ k , t. uv> i 

a pix'aiby of labels -oioad to fae ssqaeaoe ooaipiofrisnfary ;o ;ba isbaxp ss-qoanca. bliernaiiaaiy, poo ffjay 

j < , , o to ibe ! ioaiia saqseoos a x od to provici 

t It S3 ta CO 5K 

Tha secosct sat -> rsapenia provides s rfvjsas ;or saaarai*;; of isdol ixanci ia aaaiyis front aoboaad iafaai. 
ib . ■« ( » s pa 

probxs dafrstnp. a atibaa;, vrbiab raoiudas two poxtuaisoboo .aeqseoraa -sgions ttaif irxscis s secaonci sodsat 
o! saoseaos compiemsmaty to xa snaivta. sXab.ag from the firs; sodast a*, compiexamsry 8sqijsnc.es of -ba 
iatabing prooo sod a ;a -p > ! seqaaaoo, prftereat box ;bs brat eobsel aecogsfiitoo _ a t x s sat tart sc 
- s "\ - ^ ! n as s v - „ e w 
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5 Colder Psgt"'S i , par; £. As &Aect, tb<. 5;:s:y!s vvnPA p the iaap p.; a; P>« ;op "5 combined wbP the A ana 8 
probes, v/hera A aaoyAes ins co rappee ptaay aapoaapo tor ins iabsi yaarpjoab; a.ab s provktes tf3* 
pompAaipptary sapoaaoo for ^ apocifia Pipping pa:r appobsr. in this ^ v ^ ^ tbo A \< 8 r' ;oi - 
ppp ina aaa pp; vpooA pa appro ProaAar pnapr appealing poaopians, \" i 1"! \ formsiion r f 

bPAyeen the probes ar>d ins ar iaiyis The otoAo aoaipgapp 5' aaaA foa inpiodep vote ;ha prepea a; be node;:: in 

tS U •• ! < ^' s 

ires of anyna>n -specific DMA, feliowecl by ttss oodAoa of ih« iabpisa sequence, which m Ms c«s« is :r,cjjcate?J 
js o t \u ' v V ' 

At' puippipni tiraa fa- oaaPn: taprnanoa, nan- appoitiaaily ppppo nod exanps SatpAjp eapyioapoa poppc; ba washed 
•sv, , 

> .somewhat ppppar protoco; proviaeb by fde configuration deamfed a> papi i o ^ rsppas < . i phis sitasboa 
ins probes A Pad 3 wepib Pa added io As aanhps: orator Ponei-bPc: conditions, whereby aeoApe ooropssxas 
■popps loan. APor soAnrpp; arae p.; neApc noapaoaea a;., iano, iaa anabPP poppaey aobAen weeid ihan be 
SO added fa the noiid support tor pptppept ;pro tor ;pp aspa-pan panose, ta ^ io tea aoieS support py ooeAhsx 
iormstiao WAS iPe saqoance p-ppcaiad aa B'C Arpee,a bAiA eoobi da washed away, AAawed by tho addition pf 
the SAeraeaoip labeled eapoaneo AP aah tap ao.-aere oiiewad As anneal tor pufiieepoi Aoe for poraptex 

w;aP':aP PP-'py p> pfovdp: pap pafPfpapatiPP pppppad fiparp p pari p 
S5 Usuaiiy, ha ^ l r n a: ; pa v '3Pp Para poop? a fa 2b aapptaa. aaasiiy irppi adpa; a ;o tb pbapipa, s 

tb« aiinsaling step wiS; ^ - -aaa bora aboa; 30 appriipa ta b baara, p'apasnpy ^ aompieiad ;p adorp ; 

tear, \i t x can bs carripa a;A a; a pApp aP: vppp; t t s c tjensf aiiv psp rappa iraai abord 20 "C i 

* ' C row a < ' < 1 , ,n 

i. P tJ * \ ) pi«V KV 

SO va ior ^ " s 

Dpaaadsap rajar: iaa naiaaa of d;-a apaabip Paappp paif pap-pparp, vmo-yi ppP/ppps raay bp adaad tc- iPP 

ayaaprr:. pap ;aa ; ; ;:p Tbat, ppppadiap pppp Par iprppp a-id aatafa ai tda aapaaf;pp a; :ap«'aa; : ins ap-if-ppaay 
wiii bs varied, 
rs , t< >p if 

Of > ^ > T^it optirrii's in<? far appaba. pmbpa.; pair paaipiav ipfpiabop. i'br:a, !ha pH vvii; ^ypaily 

<• A v abcaA 7. s'ipp par! ss rparaiy aapiavpa. by addiap ? 
! to V bibfarad madkiirp a.g. ( phosphate ■• p <i (f > 
aba;pt in PP;pi.-aaPoa yapp A.a s^apapippa: fpsaaa; a-Pb ti;o 
^iv ai > 

si p* 'P b, ) A>h a i'> - ^ d c ' <. 

' - 

sapprppiarp ;pay ba a.Aa;sa a;' ;:haaa;dab ppp ins vpaii waabad in ha: aaaas ppppxp ap iPdaaapp for ths 
SO pafbciaa, 

OappndbiP apoa ;h-a aastarp a; tap ■apai. vaiioap Seappipypp aaa iba an^pAypa for da;ppi:pp iaa prosapca or 
bio label, hor fbapaaopra. a iarpa appVaar af dipprprp boaroraeparp srg aaapapip. yV;;:': saiyrppp, aphsr a 
fiaorasooni pr a poiaraa praOpat pan Pa a- aapfeo aaci paiaaioaaP fPia: a:osp!aaib. appai;opi':pip a:ptr;oai ; y P:' 

\ta alv - x ^ t 

v ^ ? >t , 

fdaaiaia aoib probap oaafpi in Paajopaiion vybn tba sbasys assay ma • hod are probaa adbab acs arsaarad irom 
ona or tmra ^ - cd p - ao ^ As aaad tm&w. the Mowing « i apply. 
i?S a • - a ^ v ' 

fonaitopa: aaaao vvbaAi aap raaPt arai; a daioPtadss isbal. Ac; pparrpao of a oorpppAoba: paaiaotia-p is oaa wnioh 
f» ! ti > 4 \ \ aisry so thai a tree amins group is sn> on tfi 

$$ 0\ ^ 
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Formula 6 

o 
K 

-NHC ( CH 3 ) ;< - SS - (CH^ ) x S 
goc wala..?. 



» L J 
£§iiy ; i..i 



aikyiar!iin«?iif}--;t!C;:;3iiiy •■&!■!-• CH?.;* - svparcin >: b an irPcca: in. tba racpe at • sod b irnbo;.:va, anb tba aikyiaoiina 
*s noted * ! >'ti!M 

, Mil' < ' > a 

is y N i hydropao. ■? the snobbiad nuc;;sobdo P. a r si- i P r stfoaior» or a aaitabts blocking cjroup 

Wbcro P-S 5=ii?5^- J: =JS:f * at a ftoa ; 0 ;o 3. o-auab-O P; ib acb :r :: ;:;:-;ot> any --.o;5-:n-«;-7S!-;Po sbdaP: preopa, nooooJ 
p < f - y oi ^ ^ C 

io 7 Bin st;;;;-;s ; ana t be- an aiinbaba, aticycibp arotnabc or bsiatooycia; group, petsataip p» ; -i , 
'«n»ti i J ~ it' " * ( <. 8 » 

ft ! !^ efs "■'fc lyi t; >fcJ % Mi n vQ^fon 

Mo- k no h < , a; tba bi s position 1 a racve stable, "aapp^tf croup Suitable cappino groups- inckido aeyi 
flfoiipfi wbKPi proo;Po tor :Pab;;; o-:P:ats Tba aayi groups ;oay bo o-aanic or faorganua inoiuo'ing *p > 
V - pyrophe-:>pbi>;yP ■> the- i-m 0; narPcuPu ia'atast arc cinsno;;; acids, mora v n\ 
v n 1 f - k aa;ds, wbsre ma - is - ' ' oubam sPOfns ami not mora " about 1 csibon 
atoms;, osuatiy not mora -boo about 10 carbon atoms, v*Pb Pm aryb asua;;y phapyp substib.bad ask&noic acids 

- vfes^»t such as m 

' . - • ,V "^ -CV tt 

it most-lino: amPac-dba may abas be atPmbad to a support Mrongb tba poaPimt so as to * i! > u 
abckpoo of iaborad or aniaPmno raoboobua:; ;P: ibo 3' i po^Pon. in sa;:;i ;s caao, Pb i;; a;) ;snc:tio.bf>5 g-ouo as. 
«.(' be desosibed festow Covaisnt aPanp:T : snt t-o a aapport ia ;bno prst^rrab bariap saopba >n c, as; K 
Um« sbid complexity ot s-sparating i - hybsibisad nuciaot-ba cr;s;ps fso:c tbc sa^pio : s $:»baiarpai;y 'obooBd 
> siyj enabled aijciaobda of bjr;;;o:a ■ is ^ to oca or (nora adbbia;^! acoiaabbaa at a iP position, 
ibs R 4 ir } i 1 1 is i -t a seen adbbi;,nai sHXaaobobc; > . ;.oorib inrcopn < b' pi^oacbata 

\ o (. 8<f ' a- ^ a ^ 1 >- ^ ' - 

■Jt >. >i>i - - V N « " - b . < ' s 

syfiihsisis;, which barivaiiaa as;ab;as s?;cua;ii : ai aedbien at nac;;;oi;cea a; the o' poaPson. Mooi oansrspy, spot, 
b" ' norbativoa ao? ^ fo:';;aPa P -nai PouauiSi ID: 
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p-raappoaaOsoOooa ofcaaoo poaop, a'Ooo; pp> p-saoso raosoi is aa «tecpoo-aa;hdooaooo croao whits :«=i-1tiy 
pootaaaoOaa so ; rPakrn;orPapo. <Mi oor a;, !pp iaaaaop croap or t^e pa ppposPaaaPoa raooo aPOahtotad me&yJww 
whsfe She » o- v oary wiasiy an 2 aoppopo s aappPvp ooarpp oo too apohaipoa trppooh a n or 
^aooaaoog: aiopaa; aoo; <:0ci arslkyi. Oapao-aaoi op fha oatyro or iho ppppa-ooroa ioocooppap, oas 



OP 000;;00 over snori^r. "t 



•. pnoapoarp 



•dippOOappaiO, phospp:;<p p; ip t ;< Pop 0; 00ppa.pOva padpsosr pOOOOOOOa asiar :.:p;: yvO! bi: Oi'aPP 

° y Utv ^' groups oaroSovaa < y - , - thg rwti^a- o? t> * p> - aoo^oapp Sfi »pSoye«S tor 
oSiporoonaaPoa. / , ;p s paaapaoranaPOa oapooyao, v „ , p-^ iooooia \ ; To % v T : ope! - nay 
be the . <v or diSfsrprp and < , ^ > hydrooorpjoo or hays uorrt 0 * 5. «ao;p1y 0 -o 4 haiOroiPons, n»tU 
oaygoa as Pay, oaaar aa ;Sao. or oOfopon aa sn;ao. paoaraao?- pop aaoaop. PtCo: pr ayaao "Pa two Ta nay bo 
tak'sn toppiher to 5o;oi a OPPIO- or popraooroeyrSo. pop oavPpi o. poas of irom 1 so ;"p aaaaaSh' io p 
hoippoaooooar opoapoora and oop : i p : , 3 oops aoaahiy, oka hvo Tp ; w ;« Pisvo 0 rota; of iroa; 2 io So a;osp- 

a pj^u ^tf t c ^ss i x 

*f»t* vWJk 

Ui» >\ - K v 

iaawva srhyipyosoopxyiarpioe, rroOOyiOsooparo^e, oiop;yp:yoippoxv:np : Pv y i a!y i; : - :; j Poppcvoknaxyiafosoe. noo 
pi re < on t 
soppooyoaa rakopea PoPaoayoios 

^ otba-i 

f J*i.Sw; r 

V * is 1 

* Kf! s l M < „ j 

bsiow. ^ ^ ^ ^ ^ ^ ^ * ^ 

t O O-i w < ■> 

:raoopp P'soso piaso aoova for lap sod ;ha soaooo; opoioa ;o ofockiap grooo wiii Pa oppsrao; -o ooa id so 
f'r>^i >,-o — ^ , 
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fcs.£in.«A.«*....u. 



.3 



N 0" 

pabOlblid 



A pardonPed pf-i'?t.-;:i;n de;pk:ap greop ortdeereaepanvyi. .AodabooaS •:»• .eppd as srap;bb.- Pdxoang 
prc-ppa- may de found in Greea, T.vV.. prpbedxe Grappa so CPpasPO bbp-dnesap New York: Wifey d eons. rd-pi . 

t JPodtfiiii: OPOiOPPOO y\ OP : 'Opdd/ 'ix:'<i<i:^: i^SS ^"slSrip's «3ti^' Wh:C^ * eiiOWtor * i fi 1 

txion -\ c mi soraabvify, fde eqoyaps; •<! aea:ddpe ior ppoapjppgpd.e partaaaai' prosocois eppdoyifiO'. Pa - i 
•>>' he- 5 ) < < 



Aa ppgaesp;e adevo. a >e psefapep bed: the rnpr.died neobad:di: ba epveaanpy deora; to o soepod: ;;d aahar 
iVi 3SI? C I 

}. i poboiyrpra; grades onto prdyrpbrabooroepvyieneb ceibaoss. pepdabox ddddda ^ >st 9X1 

Dopepaa-a no tPe nabae eb da; soeporb caderep: peiPdonaPaaa yp;i oasva as ichors. A;; rioted abovoa 
■p dp-icpering" groans aoe at ebOnr See id or b<o 5' p;eeeo;}, e < eits;er bio R* or ^- o t <> 
t r f \ f !) t supports'.. ^ as salioa and gpeap aad:d.d:da t i ap-yi er orvi edy; i m <1 

mi- be si^.piC-rX- to boon a se.-jx.sps a- skoxeeipo dbprge VVdh op-g.poc pob:oows : spdairr. eaters, amines, 
aebdaa. anippe ■>, ypPonea and phosphates aaar dpp ose. dor and eroepe, eoch aes psbpaypane, ipsbonuahyhrbon 
cap be used for faf;epoo:be:eboa!, vy'doia tea node proop raay idan be ao.osha.bob dy o:<y, tea? (which ape/he 
> 1i-n to eorronep epteap phespdo i>> ghospeine. onoeehos or phospoetap sby: o; the b -m s 
dssboepacooos opr-n oiorneof (p.p.. kioseigoerb so-napee may be adopted dy a pateecaypo ecib deovadve and 

d . i 1 ^ ny b 4 - 

d;petsopadr<ao wdd d;orgae;e oidsre, >;.p pdoepdapa. wpors ;Pa od^er oxype:a sarves ;o k i cdaia With 
s ■> •> s 'y!5K^y«tN ov red - ^ m 

of ad ' pop- opppp d pa, a r.-- v ( - \ group. 

The; modified puafeodde oi door:a!a '■ . as psovKaady opgepadsp, tap da psaa > a aobaa adj da ayrdbasis of 
pedyauefeodba prooea. AadiPoa:;; ppadaddiee fiaa^' be eecaaerdaayy addsdaf tde S' poeddpr : py fo; exaaapio, Siie 
pdfpprtap-apapka raappv;: ; p Boapeape aad Cap.pPe:ap ;iddda^d:aa?aL.Ppdp pdiaOd iddd-Sd rtdSpf w d-e 

&p<d Srirsh. Moo. ypcyais p^sss/eh jO da ; ddT"sM;d7a:"betd, Tpp ppadeoddea pdiit.d ovp soqaepdss'y a;p0ed aeay be 
ppisbeieb, or p^oy ;pay ba aiebrasd aacocbeay :o Fopaada ' aod deovassed p a ipde; a; ;hp R' ! p^pfesy, 
Aopppjipgiy, one or mom iabeis may ba praaard wrddn s pob/oucieeaice chain radner shars as one es;d. 

This poiyposdaoside probe snciodea as iseet ;<no aaadiaaa.p ope!eot;no re-eipg assbsSantiaid the sarae adpaajp; 
ssJhat " c v *" a ' « ifieiiaSipp s.t ioasd era; ep>daioo iir:o:spaoe aavipo pp-i sdoop.ae ",Kxm 

is- 




Formula U 

O Of , >! -Vi . ' 

dyanapon, :r: S ;nv:. dr<an;oo, -foe-fina oad PaO'ia. R s H. OH. oa OH aaaae R ;a ao aadp-aonaaivo, Paaas amdPe 

\* f > -■. ; j 

SsngSe saba or a. paaoaay of dded ; dopancdap opon ;ho nadirs of fda labzi and die ;necdandn' : for ^< o * r 

" - * ' ! C, 

Sach iadOnoi poiynacaaaPdo 1 v be J If; t aaasya w in aonaoaraa' co-osadaa; 

andbadios ^ aoiO aniapaadn An ax3n>pp; of ooa sued < > appiiaanfj.' ^ - >, , - . 0 < 
ido odaoaaan ,a a Known aapaanoa c:<? OH A. yds P axa; ;nay da prep*' ad so aa :o da adacdeoo for axnrnraap te a 
standard \ aoiid aiippota or < so s aoopod to the caaa of oaad^aoOad probas. Sarnpa?. <. d < 
s \j ( tad a v. ! d o> u<x Ste «i 6' ded '^&A at jtie-c^ ic in. oatv 

} V ( l 5 ! \s< !( IfA'-Oo ' , is 

Sykosis of She motmd miofeoifcfe: TPs prossn- iavorOa>n aaan reiasas to a maobad of ayatNa-aaao toe 
oa-vat mocanad noaiaofada a! Poaruaa n in tda prafoood aaaxadnaanp a avnaa-Poo raaanoPdo a; a;ovaa>d 
which das she structure o! Formtjfa H or Formal 'S 
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;nod;5;si;r.-n dunng nubntrp: inm nvBvbon step a by sddibun of a binuteu^ynnyi pn;up isea fvxarnbo 3- or otter 
t rt protecting group, ttsrs acidtten mantes srowoa to proceed for a brno sofooioni io ensure b wtisi 
1 1 t * Svniiady, iha 3' hydroxy* group io prc.-pjc.ssd with a > ! other suifabie r > (ses 

Ssamds 4) 

E><arop.ios of prnlionfady suitabss protects-^ group? ins-urte ihaeo as-: ford; above an ^l' 5 ", i.e., rs stn b 

VVpers the oppisooido is; tbyntee or arson, or nr;n:i; rnodsbed si -ha f.bpos.it;on nv an H Ci subsiitoertt i.e. & 
pyrrolidine or arteonubnd pyTte0.i!oe wbion ten; an s.xy oeber Poor an roamo aebsbioete a; rho tenoaoof,, tea 

:'s!trc-;r::s.<'r.-y:. tea:oayi. "V:!,ia;.:o'b. op^rrfobuoy:, or tea Pop ar;b bte is an sry! or :;ab;;te:u;eu nop .prong ouoh as 
•^npv^v Ar h i tee 

O 

I 

Xr P x 





t i ^ x :< - . o - - > ^ A Itis? 

present in a soiuiion containing the aanvterou :J g-;;r not ;S not noond teardio in gcoerai, say activating 
rry bs os* and > v inoteda ons or mofe nteognn nnbs;itosnts : "t <c chiortee, or; tb» ring siroePnro 

Vfl s Jtt C ' M(. ► 

reaction with an tekyidiamino oucb as slhyterssdisn-iios pn give a nortextedo having a •blbi--iCro ? ; x Nits 
ruftcitenaisSy at ins 4-posibon of e pyrbriidted ring is-aa ExO'Cpier; 5. 5). <■ tore amino prong so prooood ■& 

as u > n aaid. in order to ensure a;jtecten; spateng ncte-eea tm a> and tbs deiecisbia Sabei 

io bo attached si tbo R • moiety. TPs oaproic aoid or plated compound may be i&bsied pnor to aniactnoern ioee 



nxtey. 



ytosinsn ,.». substituted with an other than, nydrogsn. 
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G ATCTCC j T AGAGACGGCCTC AGGTCTGTAiCG AGAAG ! CAT i TAG AGIGTGCTGAG 

a- a; i atg tttgggggagtct^gaga-gaggtctto | gca ; atgtgagaggagtg 



TATrGGTGAGTTCAAC \ ATA i GTCGAG1 CACCl : AaGGGAMATGTCGT( j AGG ! AATTGATG 
GTAACGAGTGCAGTAG I TAT | GA(AArGAOTGGATTCGGTAAGAGACGAGC0 | CCC ! TTAAATAG 

■ * A, 3 * * 

Mm Vv , < i 5 " i t X 

T v ' s " 

4 «• '* I « * 

^U : (H| MM i f I i 

ti:aatagaattat;;attgcacggaaatt j tct j actgcgttgataacaccaaagtatataga 



GGGACTG \ CTG 5 0 AGGCTAT AGACCACCAAATGCCCGTATCT j TAT j L V*M 

GCATGAi: i GAG jGTCGG ArATATGGTGGTTi'ACGGCCATAG A j ATA j mWJAAGGCCTTTGA 



ACT GTTGTTAGAG ! GAG j GGGAGGGaGGCAGGTCCGGTACAAGAAGAA j GTCCGTCGGGTGGC 
TGACAAGAATCTG ! GTG j GGCTGGGTCAG;TCCACGGGATGrTATTCATi GAGCGAGGGGAGGC 
<•• * IX 

AGAGGCA 

l > FAG 



$.n4iciftes pr«H«d segments 
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?• * v " 

OACXTGCAA^ tTCC-TCA ACT ! «ACCTG.v;TCCO VTCCC-t AAfiACftfC^CCC * 

a * 3 ; 

& ■ ■•■'* i< 

* K ->Xi CCTAGAAC | 

A '» 5 * 

x 5 CCAAA1 

s i ; 

^^IccM£rrG<;icAA(;i i actcccttoataacaccaaagtatatacm i 

a " <f f " "":«■ 

"™ V - 8 «. 

& ' »• § ; 

' f VVWMA \i 

B ■* 10 ^ 

CACTTOCAAGTXC; CAACCCCTT CAA U'U < 

* * " " %| " "' A 



US?i cori;<;o«:» ; A' i -f £ ;r SNA of aviiiin suj;r;oft: 
fliJOf es.c.-«;;:i ■ 5' CTGAACG'iTCAAi jCAGTTOA :V 

Sfctm - &' CACCACTTTCT CCA A A G A A G 3' 
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7te m<*s :? m HBV 3<iiii ;;sc;:?im:: ss ::vnn:ra:n af;;nvr> :Va!»;vus;!;; ef n^li in Animal Virus Ganges, 
ecjs,-. fi«k1s.. : 3. jaf-nis-cr'.V'R".. Fox, Cm. Amntiomm Pfmss. Urn. MV . pp 57-70. ! A imbnnt « iabsifnn. and 

in i-iSv :iit; pno-minP Su of tf:-:; r-3V nmnpiammsnnv stm- lericss. ;.<;;= mamc: n cmsmmm r>m:m;;nm: ;as 

M f ^ \ A , •> ^ 

binding to „ support, ii mgm-s ■ is stewi; sm tiinsrmtmi? of t hs.- finsi c.omn;nx invoking the i-i3V sJ^md H fhe 
vnrinus reaganis. 



t i 1 ,m \ - 

"ill tM, ' < u id *\r ^ 

d of ti rtnyfg Vt Aft* 24 h tive rhsn iays 

o < C-M ^ - -.n vur V r 

of 1 .1 Ml!- It fv/V; < which 1.5 mmoss of N-fivdroxv srmcininnoi" * f imnois of „ K - nim 

v, -- — v * « n s s c ;m 1 v m 

, oonoenirmson of A ' \ fss;u;mir;g o ^ yiskl -om si»p 1). 
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dnande asseraaay as dassnaad by Saaa a Qf<- ravaa, daabaa. f dddy and afe-and.- ni a:. Tadahainx': a';' 
ypVtHdS ; :^f. Tda co^^porm-:; d^e^f^-V^ NM^^-th^reacewl^ 
<. <i« was prepared by ataakasp ' aikdanafa; with tdfaxanaceAc anhaanaa an;; < rxajasari;; • 
saafaapaaadna; Na^dxsopropy! faraxxaaa ardaa;; as deasaidea adesacaqa arid Candhers aaaaa ataxia a-<-a 
•daradaaaa id^dla ;:> '' ' ~ ' 

yyod^ jd-apafat;;;^ ; d aaxesoaaaa dadeh 

" - A asx'Osd 

^ C ltd - , \,\ 

: aa arranoaara: daaaxas oi deoay; as^an aa rxasxreb x daarxde ;> vxxa ina-xparaied by standard \ „,->> xj 
*- vt - at > i 

< "a, ^y, 

d&cayc.yboaaj aoraxara; eayaaner weaa axled dO;d a; DMa and 26 a! ta fha d.Md aaxA; aadaax of A risaadd-d 

t ^ < 1 . 4 

> N a; ^ v a i 



- - 1 as. itaktra 



^ s 



baad d'sanx Ctaaaaaa was adaad Adsr -3 a at aaaa taraprxs3tara :aa biofinviatgrf orobs 

S axaxS d i 
••/dddx : 5 

Prapsfadoa ;d SaaabSnpneraaa DdA Proba 

' ' * - , . t " ' >v «M AT? ix^O; 

taystoaydaaa isdat dGaa;: 0.3;*. axaadx aaaoasaabaa! was washed wdn DMSO, dam - portions of 
aaada dd-ra nxa'pnaaxaxdnansaaand. aaad. px d.a by caaaaaaaaa;, adXaxsadxa at axxxaabrnvdaad 
aapa ; «ra xa, was da-er; ;i p a iyani 0 t aaiad! d.aS arsd added aa das warxaxt txoea.'d A iad/haa wan, pxaaaab 
ka contain H>3mg of EOAC -in lOOmi of m.S After s=S<im 5aJ of tde a'DAC soJution 80S tmzfra 'tt& rsaaaoa 
r )> . a y. ovaporatsd and! dOa! taiai ra-aaaisd. dha rrdttaa was ted s; 37° C for 18d. than aantntacasd ior 
>rrr v ^ v " - v v^lttxo-. 

100$ oi waser was Ibe mmm vcatsxea for 2mjn sad ths sijpsfnatant was d;scardec; ader 
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i a ^ •■ vss fliers v ftiih 



s As;- HBV ON A Ussssa ON A Scald Saapod 
A pBRSS:^ AAa-;a<a;a;as nX as.. AasaiA Virus Gasiahaa. R. JaarssscA. B, 

snaiVs!:. iV. > Mv Ansiyt* in "Osrti ch Aamasniha i:ori;;ii;V!x; A psaon'scaex of Asa laaellaa sis-sd -,>p|s asao 
W sets was ' - t - ' ( i ; j ' > a otwaA 

...<Ko v , " 

* of C in 

yortsxinq -Ay paA'A a a-a aoAsi:;:;-: aa;r. "lOOrai o> axSSC, AaAsweol by c-satriAiqs.fior; ~>o the wsshfad i>-S3<fe srs> 
is - v 

-pAda. waafa;d four rl:Ti«:s < lOOral cA AxSSC dv vsaaua: isasiAsOa on ;r;s 02li C«{M0Se SCStsiii smembmriS o 
A c The aarrsrAa vsjaaasrsa;; d; dfyeaa:; and mini or. she ?hjofesc«;;) adiins'sai v ^> 
<.,•>,>- : A r; ;;; Paadex scr^r, rviaahsaa. 
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TABLS I 



A' ■'si'l ; r i ■>:■; 

OAS p%Ql& BBV 

No B lotinyiai.esl Probe 



5062 4/- 34$ 
4117 4/- 262 
319? +/- $20 
.3856 */•- 642 



hx;a>r::- 7 

A5 

Experiment 7&' 

Afssjiyse ws; rnsxed sad ;acaA;AsA < .h« ladejing aad aa:Aa; An; probes ;js sidove. BsoSii! fabsied probe t k 
■Si? s, w )Vfc ( s ,1 t N 0 was S;sn addad vaAax;;d aad xaaAaAad af. " f SOsTssa. Tts shcr sruaaaxa 20f;A of i 
0 2SAA swA/i OAa avidin aaex ; Aseaax i.s;;of;Aahaa; a; IxPSS A sdalad am ax^a;asd;ri g; 3>' ; C for Id.Aff};; 
■v t * ^ v rc > - 

' C ■, 

55 
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o ns mi 



[Ave cage ; 



0.5 pi cornels HBV 
0.2$ picomole HBV 
0.10 oicotsole HBV 
Ho Au&lyte 

No BiotinyUted Pccbe 



+7- 4 62 

2644 + /~ 397 

19&6 = / .. 1.7 5 

1641 */~ 370 

1631 + /- 47 4 



a^aasraaa! yp : 

n 

oar^d out as abaa ;; v < pi that SO w< oa ;ab 3 ia.p aad capping proDes . uaao aao a * aanaaanq 
was srapwyea *;isf axa-ar^on w];h 3D pisomoies of boih^ii probs a?ap 50t; I or a-ao- f.-**e« w<w 
acbao sad =n<xiii3T&;- ;/aaia . A rpaapaa:aab P foi:-=3 ws? ado'ed anc: aicababaa vaaa camad aaa a- a i h ppa-.y, e d aa 



Fluorescence Count: 
1 Av e rage <?£... 4 ) 



O.S pi console HBV 


5.74 B 


*/~ 


244 


0,4 pieomols HBV 


6352 


+ /- 


331 


0.3 pico5S0le HBV 


4 7 16 


*/- 


243 


0,2 picpmo.ls HS? 


407 I 




243 


0,1 pieomole HBV 


mo 




271 


Mo Unalyf.e 


1879 




1*7 


No Blot inflated Prabe 


1716 




17 T 



ft Is svibanf - the aboas resets < a hppPy ^ x , Ur , ^ „ SSS3y iorsmom u v ^ ^ 

pfovaaao Hpaqaais aaa a;; aaaoav prepared a; Par aapaanao or ir:?erssi and w:-h a raw -arap :y:--.an--»;^ 

» , , - 

aaOa varady cP iaoePr vyda.P car: a-: r^.ppy f ?ateaa;;neP by oca;aaaPcras.i aca.aaaa-ara frffe;. ,■:«;> ba ^votP^p,^ 
*' : sasliy iini--fs<< >o tha iaba; or a sapp-cab piravaasa: aaqraaneas aaa ba iaaoarsP f-a p> e 



to She ciessrsri i«n 
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^ and aaaana so ;he support. Various. pfctoana n:ay be ^a^ayaa wi-;s;;« ;nor-> a; iasa ? asaraaa oara^a r;f 



J j 
t£) DsMTYO * 0 I 



was aadaa aa a a ;Sa aaraaa; ^aa-dhnoamvtnrys aaaaaaa (DMT -OS!. 'Ha; oaaaaa; va« aaaaaa a; aroaaaa ;ar 
18 h at roara aas-apoaaaaa aaa aaO aa n'aasaaaal was gaaiaa So Paaaaaasa exaass DMT- CI Most a; t?a: pyaaina 
« '> * c r* j . ■> , a \ 

( OV aav UK 

^ , ouaaBO by aaaa c.araaaa;agaa;Oy an s - So gae l&.o a aS ■> > e 

m xyufkllae (G). 

Exarapse S 



HH 



0* 



U 

0 

St "(l '" BujMe, 



5S TojS g ;34 ffuysolii! a; C in ?0i> rni DMF m% Mf^inmzm iS* g. 85 masole} with sapid stirnag tc, assure 

Tne raacaar! raiaa.::-;; y.aa; aaaea *;;;< aiay: aoaaaa iSaa na; aoa -'nOaiataa aa;n N;;HCCo. ( : aa>aO a;la Taa 
orgaoio pnass a. 'as daad ovsr S-as?SO. s arid avaporaiaa ta drynessa Ths; raaiooa paoSiao ay flash 
m chromatography oa sites gas fo gos 56 0 a isgao y fs y} 0 S S'-0-i4ar-d;a;Btao>:ytf;5yS-^ 
2'-Osoxyaa;3in$ it)}. 
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t !> U;9 a 11.S ^moie; disnoivoa h pyrsfe ;5 mi; -jM^aH^-^s-S-^^oayii-.t^^^te 
^ f s :6,ng. it remote; cna-reivon la pyridine ;4S mis was adored sno P>* rnacdnn mixSure aStew^j re 

Afiw 30 if: sno preotee; s crereorerereo unaer ^;;iuci;;S pressure. Tte rewcare > dissolved te < 

t »iff x enrenriu wosPed vreri an avenue NaHCO;; solution ;3x2?0 rete ijf : =£:0 over Na>>X ■, aad ree > , i j 
was s.no% d i^r «<3 ^ p <- in rhs presence of' toireree. The .eaintee was punned nv finsn 
cdrere-re:ureanre on silica gai re -give 10 0 « ;»£%; of 4--i-.?.3,4-.Tei(& i c;i-1-¥i>--!S'-;d,4'-<3ir ! ieiha«!vjri:yil.4'..*^ ;< -. 

- - -x. ; U ' ' ' * 

Ui'i -■< 

s " 4 ~ < v ' ^ s ^ -re >th,. 



it) 



OS; -(t-.Buj? f ie >: 



t« N ate ,- n «fi so 3 n« 
c;nsvopn;anre w ; ;n teiueoa !o ;<i 



< '- remote; -n ^ ^ s ; rte cooted reS'C was; added E HO ( 
s solvent was. rerecre-d * reo'uced pressure' and $ . residue vi 
""^ < - - « a produc ^ s ^ 



0 22S m 



4- N -i ■2smfrso«t i ; y i ■ 5 ' ■ •: 5 : n\a i h c 



I 

HH 



O 

ii 

-CO— CH, 



s. - < 

p:'ff'5S^::« n }! '3 'e-a;;:* was ;;>';r<sc.<$d s;hyi ^cs^-sri;. i;v;o!ubi-3 c;i;:yc;oh*:>:yhjit : ;: tDCHi.; ; Jiitere;:! of;' rsnd ;h? : 

' s'swoys'J, Tfv$ piOduc; wbs ;sci!a;ecs :;y siiiea ^ ewo^a^f.sphy fitted 4<& \i vw in 

^?hy ;s>':$ thbrds Wording 7 3 NM N-FM 
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o 



6 



V 



m: of a 3Wo in vin e (■?■>'< > s ; - , 0 , ^ t 

irs Vic w U !Tii) snc; ;-;xsed to C- ;7.2 g, V\3 mnwie; ^krh v^s dh^oived sy sorwston. * 18 > .«? i^C 
ih« - « 1 i n<mw witf. n-; ;r : ^hy:er;;s ohfcxte. Conct-rws^ti aqtisoi.:;, NaHCO;; was >t > 

uio i o * by solid NraHCQs. sd'tea grsdusiiy >;o as, So r.$i-irz\\r.s < Kr-ypyrtfins. After drv«a ovss- 

product fo '\ >" v. s t , m 

■Tetesrso! " roethyis-rie chloride ;c ;);v<j , y;eid (6.0 g). 



i 

6 



Q 



, OCM « CH — C«, 

o - ?> y" 



To 6.1 g il; ? ;t;:;;o;«; -:;f s lis fnaittys-sns crr^^cse c^isiiVing idii$oprepyl«d;yi8fo:ne: ws-s adcted 



ii < 



arapate AAO ;na was aaoea and >va s aap ndA bOAb SaiaiaPoP naxaeoaa fanbarn abparanp. SO;;;? braanp pf Aa 

*S offjaf is s . , , 

< r > ' - i 3%) OS J 

Example IS 

aaT was v-arpp-rad an-a rob Aa' 2 hr a- roc:;: ;?;;r:p;;;-;iiO!-s; a ; »;.;> pap-a A rc..;=; ■ r r-;s.tf.- ! >■ 3 nb A n -Po^nol was Papa; 
SCC V ' ' * x 

ij. ^ ! «. <. ^ < < 

» i f > O ^' <. - , do ;a was asiAasd. "Aa op.bario; was, removed by evacaoaAra > k -\ >* ^ as 
A f 3 oi O.O M borahs. pH 9,3. was. addara The aax;ar;> > \ ' ^ than -o A ^ hpr,-^-.^ over AoA in 
SO >M dark, 

Separadpr: at ;he HRF-ONA aenppaba :rorp boa anpyrae arid AAA war, aAxeyab on a ?Vo -> t - >>S , 

bias, OA add AO Ad ')>>■? aa-Abae aaaa than ;Abraa.;bat noe 50 Anes of a A.; a A3 Odd aaa pas ana! aan a! AO 

38 She brornophsnp: Aun was absxp A3 down bw> gob Ah« pais were pot p>rT8*i«^ ;hst bao 

feft&o covered wad S&ran Wrap bOaaab; ;;nc< .paaraiaab mr-- a deadhead UV-sboA wpvAeapA: damp oeid above, 
> fores. Si \ \ 

\ ^ ^ ' i f !! •> ^ 1, 

eAynaapyAop aarax-coiaraas to v b 3 A of 0.1 >A sodium phosphate, pi 7.5. ap a aopop ihers ppf at -oora 

Ar «. - >* f i f <. „ ' i i. t Xs^iu t 

nbaaroooncerpsapor ;hsp hap oeao aa-ahad iwAe wan ppdAad water. Tdo aiAPdpNA aoajrinafi; was idan 
eoraasnioaiah dy aandaa.aiaa.aa dpAO rprp aad waadad iwica wdb pa PSS aAp by :aaaprirapap.r,p Pbe Sanaa 
;»i«i;cn w.aa axa; apaaeb ai a" : A. 

•/a 

>• \.l ft ^ > 

A s AAaAa. ; Aa:AAa ;A ,.A ; AaSA P: '^- ; « Sonnd aa aa Ava5;a Saad 

SAap aiaadai praPa ;--a : -;0A0 pWio£^ >;<;>bPioa 
■SO Of • p v. J j<S c I- 1 iiiboraterAp!. f aa! ot 20:< 8SA, 0 a aa o; las NPaO ara; OA :?p o; a -pi/fn! paiyA. 
AAaf 1 h at 3A G. Aa iaaada ware avaafaad iw:aa by caajbaapaaa;! w-di &< ASA. 0. Aa, biPaa ;ban stored in b' a aa! 
of ;h;s sepAoa. Ate HBV arwA;a (Opaaabad abaae; a; 0 ;.b vvaajr wan a;bpnd aap> ;0ut of ax >JSC. » SOS. OA 




b. Tea needs wars wapbsd waia p. OA NP4G. IX ?'BS Snran daa-a; baaaa traaamaad ■•(■ 30 td A; a rriprrotller o'Ab. 
To pse-rp ur 50 pi pi Aesh 0?D soAdcn - -as A>At ;A pdaayipcadaaianp;. 20 pi or 30A; _ in 10 a;! of 50 
SO M c n •> ^ - ^ 

>' n i ii t Cpniroi t 1t^ti , c.erp3iaed ao HBV n¥ 
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Condition 
i gti&e 
0 . 1 paole 
O.Ol iMsoie 

0.1 fssols 



>2 

0>8$ ± 0.23 
0,20 ± 0.0S 
0.0? * 0,03 
0,01 t 0-01 




o ass 80? 



e . An a;:;a;y -nether: Px deieoang a neeie;:; area aec;eence in a sam-de. renpiny;;;g wo nod: ot a:;; 
a first iaOaiinp: aai . asei s >eca;xi capering sap essd rsaPbooi conp.-p-aag' 

noraPining in a iPai;o aaaae-; tinker ;naaan1i : ag cceeiPona t;n cnn^p-stneepsrv' nucleic assd aeganeca; 
pi; a sat of -ahaiinii. madeic acid propas. eaaP sabse; hayinp a aaner-en: ias; an;-iy;c comptssr 

k ina* Kaon; seer : - -vv\ 



•aasnbefsot aaa; aeccaxiaappeing se- oi ;'eagan;a comprising: 
;c) a set oi capturing neeiest: aeio prc-Pes each tmui having a bddnant ascend a 
- « a\i 

\ < ! Cv\ acid -v \i con-:p!sn^rpa'v ;o snip asraaad rscttgrii-io:-! anqaence-hapnsn coninqste, 
tot' a isf k sur to; ' . . crnnpfeaes cccnaininp - . a artsy na. iabsi sne - tv in fann; 
combining . ot said ooa;pie«a; ;o a panioie ooniccpn^d to a; renopto; Px s;nd bapiar- cedar conditions 
t- >. [ < ' < j K f r ■> i1 ( * <. 

ca;eeb;;e tbo ;;nanint bound or anPoand isbe- ?.§ Qeiermandive of * ns essincs ni scic an;;;y;e. 

5. A fctfardeJscUrsg a mscfeic ackJ afpt>yt<5cornprtsing; 
i 1 -pan-oara ot a iaesiauii set rd it -> t n t _ : 

(a- o isesiing aocie;c anid prone - a fast , aorapiaaaantary seaaeaoe said & v iabei reagent 
rscagnPsnn ;;enoeaa;p 

! s v ^ ,0 e ,n a Si 1 or j 

um 1 reaper;; reooa;sdioa sequence: 

pi; ;• niicioio soi-d aeousace cornpiemanPav ;o scid second recognition sepae-sene-a test member ot a 
spao-iis; PPdaa; can ccaiupata: can 

;ei support spear;;; oopaoateo tn a second oernpiamonpjrv asarabss ci said sper;ii;o Landing pad. 
n .rue 



i 



•N 



rernine. fiporine and iodinst, "* is seSaoia;; irnra Paj cansip consisting oi 
s-stspia Pice King groiip scr ;;n any; capping gtonp, - is Pyijtogsn or s 

a ^ ^ „ 



aansi 



:a:Pe : ; 



aa;,an 



a Pea 
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wooffon H'-- :i- sateciod '"oar. too group uxoissaano: o? ro^oa-gen, raethyi, aXaxaxx boaaOm* otx; i<xiw 

SUM l-V, Oydrao&O, «ad iy rayxuxaof:. hydroxy!. Of bOX.kod avUfOXv': ., : 0,:vX a^«-0-,-. 

■ 



v v Veby run s.tx, 

bavax; gx;ef,::!ng fox?; rba Hoxfdor: of pyoaxdLao 00 :xaaox traooow o; disaayjo liukaas f»- a 
uo^bn^daax'rairo'x :50c; fuohof navipp a faoo arooae : csnx»:yba aooa of suffdydud raaoOvo faoody " 
' vur a 3sfo< v j fl > * 

cofao-xaiooa -befool 



r 

-H - o - 

L 



O R 



wb«f§!n R' a raaptivo g f x>«p <fca1vatfesd yo;h 0 oesocasdfc o-fxd. od , s ; in o;;!!0r:n ; aaaoo 
n ox - 

qwup and; x ss an >oio : ox a ;bo range 0! 1 and 8 Inclusive. 

& A ffiiP ca io a samp <a R x fe<$ ^ 

ooobaastraoaad DMA or P. fa A. composxss iha idopa; 00 



■;-M>i -saving a n-:sc:<;o:;e:<> ^qnftnce; 

!«:yd p.-.ny^ui.-St-oiid--? r..nos; huvi-sg 3 n;sci<so-i<is.- sec 



I 



.u 



^hSisin R- is g ieacil'v'ij gnxin is^n^snno; \.v s ;n n d^acnsbia tef;*?;. R ;? is an cpiic-nai finking : 
if ! i an a-ridf;. S^osi h&r or <fe;;n;a'a ^nkann; of a ;;c>ns^nnt:an "^ren-l " is s«;i?s<r-tei "> ( i ^ 

cc;stec>;ng 3:sis angSyfe * snal ia»«~d grabs for a t:rne dicier;; fijr iwck-ic m-.il compilers ft: 
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COMPLEXES FORCED WITH ANALYTE 
I) Using DNA solid support 

a\ A 8'c\ 8 a\V\ B aK-c\ 8 A« rf\V\ B a\V\ B 

* \ F \ F \ F \ F \ F \ 

SOLID SUPPORT 



2) Using Avid in solid support 

At 8^ A'^ 8'^ A \^ 8'^ 8'^ A\. 8^ 

>^ * Avidin 

jA~3A~5A~7A~9A~! IA= : Labelling set PIG, 1 

28~48~88~8B~j08~!28- Capturing set 



